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21.02.2002 



Appncanfs or agents file reference 
X-13199 
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PCT/USOQ/26241 / 


international filing date (dayAnontn/^r) . 
06/10^000 / 


Prtorttydate fdays^Tionl/i/ysar; . 
20/10/1999 / 


AppfiCanf 

ELI LILLY AND COMPANY et al. 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the Intematlonal application. 

2. A copy of the report and its annexes, if any. Is being transmitted to the Intematlonal Bureau for communication 
to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the Intematlonal Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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International Patent aasslflcation (IPC) or nat 
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1 . This International preliminary examination report has t>een prepared by this Internafionai Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 7 sheets, Including this cover sheet. 

□ This report is afso accompanied by ArJNEXES, i.e. sheets of the descnption, claims and^ drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instrudtons under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains Indications relating to the following items: 



1 




Basis of the report 


ii 


□ 


Priority 


111 




Non-establishment off opinion with regard to novelty, inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 




Reasoned statement under Article 35(2) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations suporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


□ 


Certain obsen/atibns on the international application 
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Date off completion of this report 
21.02.2002 


Name and mailing address of the International 

preliminary examining auttiority: 

European Patent Office 
i«M D-80298 (Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 


Authorized officer .<<^555>v 
Pa 1 Soto, R C ^ J 

Telephone No. +49 89 2399 7346 



Form PCT;ipea/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/USOO/26241 



I. Basis of the report 

1 . With regard to the etements of the International application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Articte 14 are referred to in this report as "originaiiy fifed" 
and are not annexed to this report since they do not contain amendment (Rufes 70. 16 and 70.17)}: 
Description, pages: 

1-28 as originally filed 

Claims, No.: 

1-12 as originally filed 

2. With regard to the language, ail the elements marked above were available or furnished to this Authority In the 
language In which the international application was filed, unless othenvise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23. 1 (b». 

□ the language of publication of the intemational application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of intemational preliminary examination (under Rule 

56.2 EUid/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
intemational preliminary examination was canled out on the basis of the sequence listing: 

□ contained in the intemational application in written fomn. 

□ filed together with the intemational application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ fumisiied subsequently to this Authority in computer readable fomi. 

□ The statement that the subsequently fumished written sequence listing does not go beyond the disclosure in 
the intemational application as filed has been fumished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been fumished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims. Nos.i 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not b>een made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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(Any replacement sheet containing such amendments must t)e referred to under item 1 and annexed to this 
report.) 



6. Additional obseivations, if necessary: 



HI. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an Inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 

S claims Nos. 6*1 2 (industrfal applicability). 

because: 

la the said interr^tlonai application, or the said claims Nos. 8-1 2 (industrial applicability) relate to the following 
subject matter which does not require an international preliminary examination {spBCif^: 
see separate sheet 

□ the description, claims or drawings [indicate particutar eiements beto»v) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specity^: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be fonmed. 

□ no international search report has been established for the said claims Nos. . 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/'or amino acid sequence listing to comply with the standard provided for in Annex C of the Administnatrve 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or Industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 2,3,5-12 

No: Claims 1,4 

Inventive step (IS) Yes: Claims 

No: Claims 1-12 

Industrial applicability (lA) Yes: Claims 1-12 (see separate sheet) 
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No: Claims 



2. Citations and explanations 
see separate sheet 
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Re Item III 

Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

1.1. Claims 8-12 relate to subject-matter considered by this Authority to be covered by 
the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with 
respect to the industrial applicability of the subject-matter of these claims (Article 
34(4)(a)(l) PCT). 



Re Item V 

Reasoned statement under Article 35(2) with regard to novelty. Inventive step or 
industrial applicability; citations and explanations supporting such statement 

2.1. The present application relates to: 

(i) FLINT for use In the treatment and/or inhibition of a lung disease (claim 1), 
(il) the use of FLINT In the manufacture of a medicament for the treatment and/or 
inhibition of a lung disease (claim 4), 

(iii) the use of FLINT to manufacture a medicament for inhibiting T cell activation (claim 
6). and 

(iv) a method for treating or Inhibiting pulmonary fibrosis (claims 8 and 9), for treating 
or Inhibiting chronic obstructive pulmonary disease (claims 10 and 11), and for 
inhibiting T cell activation (claim 12) comprising administering to a patient in need 
thereof an effective amount of FLINT. 

3.1 . TTie present application does not satisfy the requirements of the PCT with respect to 
novelty (Art. 33(2)) for the following reasons. 

D1 (see the passages cited in the Search Report) discloses that FLINT inhibits both 
FasL apoptosis-inducing activity and proinflammatory activity. The use of FLINT for 
the treatment of disorders associated with apoptosis and inflammation is also 
disclosed, and some of the cited disorders concern the lung: lung cancer, 
pneumonia, and acute respiratory distress syndrome ARDS. This is nov Ity 
d stroying for present claims 1 and 4. 
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3.2. Present claims 2-3 and 5-12 appear to be novel over the prior art. 

4.1. However, present claims 2-3 and 5-12 do not involve an inventive step (Art. 33(3) 
PCT) for the following reasons. 

4.2. D1, which is regarded as the closest prior art, discloses that FLINT inhibits FasL 
apoptosis-inducing activity and proinflammatory activity, and LIGHT mediated- 
actlvity. The use of FLINT for the treatment of disorders associated with apoptosis 
and inflammation including lung disorders is also disclosed. The present application, 
according to claims 2-3 and 5-12, differs from D1 in that FLINT is used to treat or 
prevent some specific lung diseases, i.e. pulmonary fibrosis and chronic obstructive 
pulmonary disease. Thus, the problem to be solved by the present application is 
regarded in the finding of specific lung disorders which can be treated with FLINT. 

4.3. The solution provided by the present application according to claims 2, 5 and 8-9, 
i. e. the treatment or inhibition of pulmonary fibrosis is rendered obvious by D1 in 
combination with D2. D2 (see the passages cited in the Intemational Search Report) 
discloses that pulmonary fibrosis is characterised in abnormal apoptosis induced by 
FasL-Fas pathway and inflammation and that the inhibition of FasL-Fas pathway 
prevents pulmonary fibrosis. It further suggests the use of FasL-Fas pathway 
inhibitors for the prevention of pulmonary fibrosis. The teaching of D2 would certainly 
prompt the skilled person to use FLINT for the treatment of pulmonary fibrosis. 
Accordingly, no inventive step is recognised in the subject-matter of present 
claims 2, 5 and 8-9. 

4.4. The solution according to present ciaims 3, 7 and 10-1 1 , l.e. the use of FLINT for 

treating chronic obstructive pulmonary disease, is also obvious in the light of the prior 
art. COPD (see lines 1-5 on page 10 of the present application) has already been 
associated with an increased Fas-induced apoptosis. This would also prompt the 
skilled person to use FLINT, whteh is known from D1 to be an inhibitor of Fas, for 
treating or inhibiting COPD. Accordingly, no inventive step is recognised in 
present claims 3, 7 and 10-11. 

4.5. The solution ac ording to present claims 6 and 12, i.e. the us of FLINT for 
inhibiting T cell activation, is also rendered obvious by D1, in this cas in combination 
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with D3. D1 discloses that FLINT inhibits LIGHT. On the other hand, D3 (see the 
passages cited in the search report) discloses that HVEM*L (LIGHT) stimulates T cell 
prolfferation. Thus, rt would be obvious to the skilled person that FLINT rs also useful 
for inhibiting T cell activation. 

5.1. For the assessnnent of the present claims 1-12 on the question whether they are 
industrially applicable, no unified criteria exist in the POT Contracting States. The 
patentability can also be dependent upon the fomiulatlon of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 
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Applicant's or agenfs fiie reference 
X-13199 


FOR FURTHER ®^ Notification of Transmittal of international Search Report 

<Form PCT/lSA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 


international filing date (day/month/year) 


(Earliest) Priority Date (day/month/year) 


PCT/US 00/26241 


06/10/2000 


20/10/1999 


Applicant 






ELI LILLY AND COMPANY et al . 





This Internationa! Search Report has been prepared by this International Searching Authority and Is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 4 sheets. 

fXl It is also accompanied by a copy of each prior art document cited In this report. 



1 . Basis of the report 

a 



With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless othenwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 



With regard to any nucleotide and/or amino acid sequence disclosed in the Internationa) application, the international search 
was carried out on the basis of the sequence listing : 
pr| contained in the International application in written form. 
[ I filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written fbnn. 
furnished subsequently to this Authority in computer readble form. 



□ 

m 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

[X] the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



[X| Certain claims were found unsearchable (See Box I). 
I I Unity of invention is lacking (see Box II}. 



4. With regard to the title, 

I X I the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

PC] the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b). by this Autiiohty as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. ~ 

I I as suggested by the applicant. Q None of the figures. 

I I t>ecause the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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A. CLASSIFICATION OF SUBJECT IMATTER 

IPC 7 A61K38/17 



A61P 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 A61K C07K 



Documentation searched other than nrUnimum documentation to the extent that such documents are included in the fields searched 



Eliectronic data base consulted during the intemational search (name of data base and, where practical, search terms used) 

EPO-Internal , BIOSIS, WPI Data, PAJ, MEDLINE, CHEM ABS Data, EMBASE, SCISEARCH 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Citation of document, with indication, where appropriate, of the relevant 



WO 99 50413 A (MIZRAHI JACQUES ;HEUER 
JOSEF GEORG (US); NOBLITT TIMOTHY WAYNE 
(US) 7 October 1999 (1999-10-07) 
page 10, line 26 -page 11, line 18 



page 

page 
page 
page 
page 
page 



12, line 11 - line 22 

14, line 20 -page 15, line 29 

21, line 3 - line 26 

31, line 16 - line 18 

32, line 6 - line 11 

33, line 28 -page 34, line 1 



claims 5,7,15,37,39,47,64,66,74 



Relevant to daim No. 



1,4 



2,5,6.8. 
9.12 



J iinher documents are listed in the continuation of Ijox C. 



Patent family members are listed in annex. 



.S(..-uHi i-^iogories of cited documents : 

■ A" <i« K.ijtiHint defining the general state of the art which is not 

considered to be of particular relevance 
•I • «}arii«r document but published on or after the intemaUonal 

IiIhhj date 

•I • document which may throw doubts on priority claim(s) or 
wtiich is cited to establish the publication date of another 
citation or other special reason (as specified) 

*0* document refening to an oral dtsdosurs, use, exhibition or 
olher means 

■P' document published prior to the intemational fifing date but 
later than the priority dale claimed 



■T" later document published after the intemational fiJing date 
or priority date and not In conflict wtth the application but 
cited to understand the prindple or theory underlying the 

invention 

"X" document of particular relevance: the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

■Y' document of particular relevance; the claimed invention 

cannot be con^dered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, sucti combination being obvious to a person skilled 
in the art. 

•&■ document member of the same patent family 



Date of the actual completton of the intemational search 



24 April 2001 



Name ^d nnaiiing address of the ISA 

European Patent Office, P.B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
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Fax: (+31-70) 340-3016 



Date o1 mailing of the intemational search report 



11/05/2001 



Authori^ officer 
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Relevant to claim No. 
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KUWANO KAZUYOSHI ET AL: "Essential roles 
of the Fas-Fas ligand pathway in the 
development of pulmonary fibrosis." 
JOURNAL OF CLINICAL INVESTIGATION, 
vol. 104, no. 1, July 1999 (1999-07), 
pages 13-19, XP002165816 
ISSN: 0021-9738 
cited in the application 
the whole document 

HARROP J A ET AL: "Herpesvirus entry 
mediator ligand (HVEM-L), a novel ligand 
for (HVEM/TR2, stimulates proliferation of 
T cells and Inhibits HT29 cell growth" 
JOURNAL OF BIOLOGICAL 
CHEMISTRY, US, AMERICAN SOCIETY OF 
BIOLOGICAL CHEMISTS, BALTIMORE, MD, 
vol . 273, no. 42, 

16 October 1998 (1998-10-16), pages 
27548-27556, XP002109996 
ISSN: 0021-9258 
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right handed column lines 34-37 

WO 00 58466 A (MICANOVIC RADMILA ; LILLY CO 
ELI (US); RATHNACHALAM RADHAKRISHNAN () 
5 October 2000 (2000-10-05) 
page 11, line 3 - line 18 
page 22, line 9 - line 15 
page 46, line 24 -page 49, line 14 
claims 16-18,26; example 15 

WO 00 58465 A (BECKER GERALD WAYNE ;C0HEN 
FREDRIC JAY (US); GONZALEZ DEWHITT PATR) 
5 October 2000 (2000-10-05) 
page 11, line 17 -page 12, line 16 
page 14, line 29 -page 15, line 3 
page 61, line 26 -page 64, line 11 
claims 44,47-50 
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1-12 



1-12 



Form PCT/lSA/210 {continuation of seoond sheet) (July 1992} 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



Patent document 
cited in search report 



^^lic 



lication 
te 



International Application No 

PCT/US 00/26241 



Patent family 
member(s) 



Publication 
date 



WO 9950413 



07-10-1999 



AU 
BR 
NO 
AU 
WO 



3369199 A 
9909328 A 
20004873 A 
2211100 A 
0037094 A 



WO 0058466 



05-10-2000 



WO 0058465 



05-10-2000 



AU 
AU 
WO 

AU 
AU 
WO 



3739400 A 
3739500 A 
0058465 A 



3739400 A 
3739500 A 
0058466 A 



18-10-1999 
12-12-2000 
24-11-2000 
12-07-2000 
29-06-2000 



16-10-2000 
16-10-2000 
05-10-2000 



16-10-2000 
16-10-2000 
05-10-2000 



Form PCTflSM210 (patent family annex) (July 1 996) 



